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(cur*. 



(2) 1 0-5 1 2 5 59 

i. sit ran*. %m&xteM&.mm-Fz>tz»t><Ds mmn^ 

t*f*^V'J#«» (DNA) X»±';#«K (RNA) 

5. #£#11 II 4: a- Kt5DNA'-e*4ii:*«ai:tS»*?g2i: 

6. -«SW*S c F v£n- Kti D N A-e&& £ t *mWt-fZ>m*m 2 fcfBtt 

9 - & HM«^ 9 9- £ fix v» -6 £ £ «r#f8fc & 1 8 <D ^ -fit 

1 l. ^^-^l/hn->>f^, Tfy^-f^, "nA"**^ /u*, AAV 
1 ov»-f ^tc|E®o#ffl 0 
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1.3. fcmfeWMW^^^v + y. xh.fyK, TNF, TK'J 

1 7. «*t«:*<k^fSftejW«rra«p»c«fflr«i t*#«t«ai*« i i 

2 o. mmA&^i) t m-±M p 5 3 - Y-?Z>Zb*S$WLt-tZ>mi& 

S 1 9 KfE«<7>#fflo 

2 1 . JfpfWitfe^j^w at l ^ > ^ fj £• a - FT* £ £: c 39$ £ 1 

9tc|B®<^#ffl 0 

2 2 . m.mmmmn&mmmmmr-$>z> 1 * *#ttt&i$s 1 ^iett^# 



(4) imW- 1 0-5 1 2 559 

*%wii&^m<DmmfrmKM-r&o *$tmi±£ ^amii, 2m<vfem® 

^^M«Jt J: -5 fcRj£-r4a*fcffil»te>iVCv>4 (Chin 
£>, Adv. Cancer Res. 60 ( 1 993) 157-180; 
Cha b n e r cMe y e r s, CancerFrincipies and 
practices of One o I agy, De Vita £>M, J . B 
. Lippencott Co. p. 349-395, 1 9 8 9 ) , f!^lf, m 

M\£<D^m:^tzh-t hn^t>Kz> (chi nh, mm) o 

£»«>&«SiJfiDN A £:K.e>©?&*&®<aa*tt*<0A£ 
oTf&*t&14*5S^fc»W^£4fWi*^ (ChabnertMeyers, 



(5) 1 0-5 1 2559 

^rf0*fiii5il[mwf6*#e*litti-*o 

2> o 

(RNA) TU^o DNAfcLTfi, *B*f«jDNA (cDNA) , V J 
A ( g D N A) > 7') y KE?OXtt#fifc<i» L < tt*^lfiBB9!J*«^»f «b*L&o 



(6) 1 0-5 1 2 5 5 9 

^mmnm^is* y y\ xiiONi Etn&o mm^n^^^tzh-r^v-f- 
jvfsiis&ii#t#tt-i»o mmmt. wiv*-?*- (G*y;*?n) . 

W% (? 7r^^v^ Y9y*7 x.?-if, 

/N*--tf^) , JZ^l^^K (ATP, AMP, GDP, GTPf) , f&'&'fkH^ 

(GRF, GAP, RAFf) , ^S^f] ^?>#&<D 

^o^fijiiffljiai^jii^M^^K^^So eniAtf, jmm<t>9 o%m 2 

#§£>3 F^l^S^H it {S^-K i - r a s *fco (Almoguer 

a f> , C e 1 1 5_3_ (1988) 5 4 9) , ifc, ^MUM t Wtimffi ( 
5 0%), Xi±ffiffimRU ! ^m'&&M.ffi (30%, Bos, J. L. Cance 
r Res. £9 ( 1 9 8 9) 4 6 8 ^) -et^^r a slfs^^S 

j&fS^ (rriyc, fos, j an, ras,myb, e rb§) #*|PJ5e£ tLT^ 

it, scsiii*, mm, wm, bd^jb, ip*-®, 



(7) imW- 1 0-5 1 2559 

?v*?-v ( x ) jfy krna) . 

^ > M fcn- K-Tft«* ( S c F v ) „ 

< t 4>gB59-fl9fcie»f"r*«Ky^^ KXIi*>^*K£3- KtiDNAXIiR 
NA-e*4, J: tofiMfflfctt, JK'J^^f-KXIi^>^^fflifl<iOffitt«Jft, Sc 

i W 2 L< l±, ftWffttMttGAP^^/^^fi^N^fifi^i*, G b r 3 - 
3 9- >s*?MXltE t s * >/<*f|©^i!fc'&^#d*fcfllJ&3*ti. ScFvKo 
v^Ttf, ^i^r as* >^®XfiH^GA PK*f"r& S c F vt$a„ JB 
IWflHW^ ^v^fi LTIi p 5 3 , R b , waf I, p2i, D C CXfiMT S 
"C* 4. 

t 1 bgM!frfl$fcSSI8r* , *RNA£3-- h't5DNAT**S 0 J: iJfiMfflfcli, RNA 
li*W«*<^4S^X^/Xliffl|?*iajhi-4Clt*W1i6*ffl«r«jRNA (T>* 
-b>*RNA) , 'JWAXli'J^V KRNA^io Jff Ji 1 « fcHft K i r a 
s 7>f-b>^RNAT$4 0 



(8) tmW- 1 0-5 1 2 559 

mW0 9 4/0 8 0 0 3-^{Cia®?^TU^^^,*vJiX-r^#1&^'bo>fk^ 
-c4>J:v^L. "WJi'^fejf (l^ h o ^ >f T-r J *> ■< ^^^^ ^ ;w 

h#->K, TNF, TV x )T-?-<^>, *V/|«f^V, 



(9) ^mW- 1 0-5 1 2559 



&m^M-t2>o «fc ij*f £ L < fi, iWWitfc^liB^M* ^^|p 5 3Xfi* > 
^Iwaf 1 (p21) £n- K1"3 0 

Kt^*feW<o#«tT-e4ieia*l^l^X»iJIIS^c-f f^S-TiKi 

> ^Msti®, %m, mm, nm, &mm, b y immk. i»tt«5, 

«0 7 hW-^'J ^SofflSflsffifcJ: *K I«mRNAi:*i:RNA/m 
RNAXIiDNA/mDNASor^iM^MMCMno W*.tiT, M, 

3- n 9 2 5 7 ttz. ^WiS&^SLTi 



(10) 1 0-5 1 2 5 59 

J8&mRNA^ffl*B'fi«jRNA£&CiJ: ? & D N A SB^T*** X £tf>«fc? 
liCTx.tf 3-n y 1 4 0 3 0 8^tlE«$^T^-6 Q 

? *£ &Wt & \Z H e 1 enelc«fc»)Ant i-Cancer 
drug design 6 (1991) 5 6 9 KfEfcS *L"Ci/»S 0 
Ki"4 D NASSAU -C J: ^ 0 . i 0 LT0£ ?*l47>f *>^RNA li^KHimR 

ir « -T-r >_l > » t-> n a t. -i-o -ir* /a- ro i a^i i. -u- >-» — Tr i j. — tf'.M *fe ■^.at^ EtV-*- -7 •>- 
JN A _X.»J.V ^ A U IN A C /rtl-tLTF/« ^f»- — ^W/W: tf. J\>IV~i )> *u 

- D KRN.AIi, i?r#<7>«t», ^^tfrajTr^BttKE^ttJ.^ 
JtSaffite^ - ****!):*- 'J ^^"^ K"C**o ?*y tff KRNA©» 



(11) 1 0-5 1 2 559 

i£Rtf|?Ji£li#fcgi&ffie&HS$WO 9 1/19 8 1 3-§-fc3B«3*lTi/>* 0 
Tilffljai*|-C5&a?*Li Ki-ras^ W^g<7)/hS HfjeRNA *±K-fk^* 

|i % ittfltfe-f ^ * ^ * fe» 3 £ fc >6* TO * * 5?^ * V -f 

*HW^^*^$Ffi*ftfl5«tt»H<?5? ^-Cli, G AP * >^^S<7)«NH 
2^i*> G r b 3 - 3 JlXttET S * ff^ffcffi^B* a- K"T 

@8f{ii®2:|§f£WO 9 4/0 3 5 9 7^-tf\ ^^|GAP-Ras^| 

n h 2 mm<DmmmK x ^a&gj* r a s ae^ t^Rigjfe $ 

GAP (170-702) <7>mm$k$ltf&4^MmM& (H 4 6 0 ) t Of ff *L& t 

<7>JffJftfcJB^.£fc, MGAP (1 7 0 - 7 0 2) ») SM*S *l* T# h 

*m<D%mm l <4MK*fflJ3&H 4 6 0 K&\f& g r b 3 - 3 ife?<^)ffitti:ov^ 
Tiem-fSo G r b 3 - 3 ^JUSSHEyiJ&tflftfiEfi Science 1 9 9 4 MSB 

G r b 3 - 3jtfS^<O^AKJ: ^ff^SftS 7*° h- zsXHb&&fr1&KjzV&KP3 



(12) ftmW- 10-5 1 2 559 

5 c F v 

s c f v litsfto^t m&(Dm&&R* *>o«iiaai*jfi&tt^?-c*ft 0 * ^ ^ 

t J: «9flH£S*t*^-C*4. ^IffilAlt CIO J: •? *S c F v zm.&*m\ 

6 ^# ( HB) o 

mm) o 



^^OiEHrt-C^fflprtg^M^WJjtfS^t LTI±, #Cp5 3, p21, 
Rb, raplA, DDC, WAF&^MT SSfif-^lfiifc^fSa, J: 
v 4$ jefiSj ? 5 3, R b X ii W a f it to-? * t" ■£> o 

p 5 3itf5^(i5 3 k D h'TZx, iOSte^O&^cX. 

&/x&$zm&mK. z&zzmMg-mtM hm^^<r>^^m^--r& (b a k 

er^, Science 244 (1989) 2 1 7) o £*l&<*>$&*&3£* 

fax, xmp 5 3 *n- K-^-iff^ajte^fiS^^jaae^jBi^fc 

S&<7)7*- p 5 3 9 V^^JJ^Jigfl^E^Eg^-C* *K ftfe^ffiiSWJa 

IJ-Tp 5 3 0Sb*<b*>fiWe>i&»fcS*lfc (Epstein^, Science 



(13) tmW- 1 0-5 1 2 5 5 9 

1 5 1 ( 1 9 9 4 ) ) o 

It 9 2 7 7? y»©«y>^>/^S (F r 

iendf), Nature 323 (1986) 643) jet" Z> 

mic $ tix^ & o M^fl&rt ^ifrfktfcl -e* o £ i © £*t?> ©®^$n 

JjfeUff*Xi-SfcjE#*aitK«9, (Huang Scienc 

e 2 4 2 ( 1 9 8 8) 1 5 6 3) 0 ftaSK4oTIE#R b 9 >v*?RtitjtU 

WAF2t0 f MTS«^fc^©«US«ttlijtlRt|a«$*i. > C^a (Cell 
75 (1993) 817! Science 264 (1994) 43 
6) o 

^ife#!l3 t±?*v-A'<oBm#ib p 5 3 M.te : ¥-<D^i%}te&m<D 1 M^To * 
*V-JHitt4rOJ&*HlttS&5fi>:7»K (P r o c e e d i 

ngs of the American Association for 
Cancer Research Vol. 3 5, march 1994, 
Bha 1 la?>, p 3 0 6, Se i t erf), p 3 1 4, Saunders?)., 

£ , MS»4fflfla<^T * h - tt* £ £ £4-*££fiE-r £> i t *«-e 

£fco p 5 3 «WtoH 4 6 0»^^n->^offli<7)f 

4rVx^<a#£T-CJgM*Lfco £*«3tf\ »4fip 5 3 *3&aL*v»*fflfl&-C£ 
£ V x U -eMm tc^fflJI^.^ £ £ t * §9 6 ABE"*- & o 

W a f 1 (if £M p53, Activated Fragment Cell 
, 75, 817. 1993) Xli p21 (Nature. 366, 701, 19 
9 3) liMp 5 3<D&ffl$&$LKJ; *)mm*tiZ>o Wa f 1 filf ±M p 53© 
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&ffl%m& k g i fflxa Ttfh-~yx -?&± l tzmnk* k mn-r * P 5 3^ 

£>2fe:£LTG l^XfiT^ h-v^-e^ihL^ffllia^^timiaL^^ (Cane 
er Res, 54, 1169, 1 9 9 4 ) 0 W a f 1 Jigf&M p 5 3 t mffi^ 

9f>> ^tV'f K, jchsK^K, TNF, 7K'J7V/fy>, *V7° Yy-i/y 



tf\ R»fcR4tt-«f»^*of*ii'jK-/i'3E«r»iiKL, RiX^R.Ii* 




OCOCH 3 



OCOCgHg 
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, XliR.tR.li-fl^iot^BSU R 7 fiTJun^ T^v~-^;t 
->^n7M;^^yXli7i-^i*iU, A r fi^-S-K «fc «9 ^d^> 

fl/*--/i'T3 / i> L < 14 h 'J Xtt^lf. K3R£O e tt3rIj^j&» 

) J: £ £ *i & o 

R 2 ^f^tgL, Ri^'TK^^t L< lit Kn*->g££-*-3&\&f±Ri 

#:=.;i/£*3&lftU R.* 1 ;jc£li(^££LfioR.:*VKiU§ : ?N Kn + ->, T-fe 

f-ji* L < h^vT-fe-^Jl'^^gSr^-r^ XfiR« t Retf—ffiiz. 

%*?T% frtf-JVZj&j&L, Rz^'t - /h^-yJXI^x-ji/i^^f^^y 

- (2R, 3S) -3' -t-7*h + y*JV5K-JV75y-3' -7x^-2 

• Kn*y7*nti°.iyK4 -T-fch*->-2 cr - > y -i ;ior t >' - 5 £ , 
2 0- i*^y-l^, 7 p, 1 0 p - h V-fc: Ka + y- 9 + 1 1 - * 
^t>-13«-^ ;i/a.^.-r;W ( K-fe^^r-b;WXt±T a x o t e r e (giiig^ 

) ) : 

- (2R, 3S) -3' -AyV^;i/757-3' -7x-Jl/-2' -tpnt 
->7 , nhf^->'^4, 1 0 /?-vT-fc 2 a -^>VM" fr** s s- 5 /?, 2 
O-J.**^- 1 /?, 7 /?-->'£ KD^y-9-t^7-l 3 

- (2R, 3S) -3' - t -7* h^v^JU^-JUT^ y- 3' -7i-Jl'-2 

• -fc KD^yT'n ti^->^4-T-b:h^v'-2 « - ^ iT-OV:* 3r v - 5 /? , 



C16) 1 0-512 559 

2 1 0 @ Kn^ y - 7 (3 , 1 0 p - * + V Is - \ $ 

- J )l" - 9 

l-^^-t>-l 3 ff-'f ^x^r^; 

- (2R, 3S) -3' - t -ZTh^-y* )Vtf=.)UT 5. J - 3' -y ^—)l<- 2 
' -kFn^y7'nt'^yi4, 1 0 /? - vT-fc 2 <r *SJ)V** 
v-5£, 2 0-i*>y-lj?-tKn^y-7i9, 10>->f W^-l 9 

1 l-^-fciX-l 3 « — f )\sJ-Xt)\< ; 

- (2R, 3S) -3* - t - 7h*zslJ frtf—Jl'T 5. S - 3' - (2-7)\>Jr 
n^i-;w) -2* -tKD^y7 , nK , t^®4-T^Fty-2«-^>'y^ 

5 /?, 2 0-x^^y-l^, 7/?, 1 0 /?— hVk Ko^y-9- 
V - 1 l-^^-fe^-l 3 a -4 )\s3-7s7-)\s ; 

- (2R, 3S) -3' -t-7h^y*W-Jl'75;-3' - (4-^nn 
7x-;i/) -2' -t Ka^y7*ntfiyi4-7-bf^y-2 
*^->-5/?, 2 0 -iiK^v'- 1 /?, 7/?, 

- (2R, 3S) -3' - t-7h*->*J^*x^7U-3' - 

-2* - Kn^y^D y&4 -T-fe h 2 a -^5^ W 

;V*^r->- 5 /?. 2 0 -jcjJ* 

7/9, 1 0 /? - h U t Kn * 9 - * * V - 1 1 - 9 * *fc ^ - 1 

3 a — -f )V 3-7,7- I 

- (2R, 3S) - 3' - t - , /b*y#A'#z^73 : ^ - 3' - 
n^i-;!/) -2' -t Kn^y ^net >t4 - 7* h tv - 2 a -^J' , />f 
fr**Zs-5 p. 2 0- i^y-l|5, 7/9. 1 0i?-^n Fo^y-9- 
* * V - 1 1-^**^-1 3 a - -f Jl^* -r ; 

- (2R, 3S) -3' -7/v>f 5/*Jl'#-A'75 y - 3 ' - 7 — 
JW- 2' -fc K0^y7 , nt't>f4 -T-fc h + S'- 2 a — ^ W ^ * * 5" — 
5/9, 2 0 - isK*->- 1 /?, 7/9, 1 0 p - h ') Kn 9 * V - 1 



(17) 1 0-5 1 2 55 9 

- (2R, 3S) -3' -t-^>f-^ + y*^-JU7^y-3' -7xr. 

5 /?, 2 0 --^*°3r->- 1 /?, 7/?, 10^-hnKD*y-9-*^fV-l 
l-^ + -b>-l 3 a— fivx^r^; 

- (2R, 3S) -3' ~ ( 1 =y to) ^^y*jP**;;P75 
7-3' -7i-^-2' -k KD + y^D 

k:* yWLA -T-t h*z/- 2 a V<i to**t*y- 5 p, 2 0-x#+y-i 
/9, 7/?, 1 0 fi- Y 'J KD + y- 9 -**V- 1 1 1 3 a ->f 

jwo^t. -f- to ; 

- ( 2 R, 3S) - 3' - (1 -y-f-Jl^? n^D tTjU) :t^r =s1l totf—toT ^ 
y-3* -71-^-2' -fc KU^yynk"*>®4 -T-fe 2 a 
>vV 5 /?, 2 0 1 /9, 7/?, 1 0 /9 - h U Kn 
-9-t*y-ii-^t>-i3«-'fJi'i^f^; 

- (2 R, 3 S) -3' - ( 1 * n^>-f-;i/) ^3r-># ji/#".=.;vt ^ 
y-3' -7x^jv-2' -tKn^y7"nt:>>l4-T-l:h^y-2a-^ 
>V-f toir^'y- 5 /?, 2 0- i*'+-/-l/!, 7/9, 1 0 /9 — MJ Fo + y 

\-9^r^y-\ 3 a--< iVx^ 7- ;u ; 

- ( 2 R , 3 S ) — 3 * - (1, I — -J? f-to- 2-y'a "t: y ) < fl-yt *r >' ij to 
tf—toriy-3' -7i-Jl/-2' -HK-n^y7'nfi>t4-7-th+y 

- 2 a V^to^^^y- 5 /9, 2 0-x^y-l'^ 7/9, 10/f-h'J 
KKD + y-g-^^y-l l-^*-fe>-l 3 a- A toZ-7, X ^ ; 

- (2R, 3S) -3' - t -7 Y^c'ylJ to#~toT S - 3* 

-7 ju — to-2' — Kn^->-7*nt:^ : ^g?4-T-th^>'-2 a — ^>V>f /u 
5t-^->-5/9, 2 0- x^-v-lj?, 7/9, 9/9, 1 0i?-f h9t Kn + y 
-1 l-'**-te>-l 3«-W to JiT. -r ;v ; 

- (2R, 3S) -3' - t -f tol£-toT A 7- 3' -7x^-2 
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* -fc Yu*z/-?'a\£*y&L4 -T-t Y*cis-2 a -s<y W )\<jr*Z/- 5 £ , 

2 0 - ^^v - 1 7j5-vtKo^y-9-^^y-l l-^^-fcr^-l 

3 a - 4 )lsJ^7>y-)\s ; 

- (2R, 3S) -3' -t-7F^y*J^-Jl'75y-3' — (2-^^- 

-2' -t Fn^r->7'nt^/K4-7-bh*-/-2 a-^W^^.^r-y 
-5/3, 2 0 -J^jK* v- 1 /?, 7/?, 10jS-l>nKn + y-9-i>y- 
1 1 - 9 * -fc ^ - 1 3 a - 4 Jl'X^ -f Us ; 

- (2R, 3S) -3' - t -7 V*z/% )l<tf=.)VT ^ J - 3 ' - (2-"7';;V 
) -2' -H Kn*y^nn't>S4 - 7-b^->-2 a -^>V>f 

5/9, 2 0 --x*K*5'- 1 0. 7/?, 1 0 /?— MJfc: Kn#y-9-*^V-l 

- (2R, 3S) -3' - t-'/F*y*ll'!K-Jl/75/-3' - (3— f-i — 
)V) -2' -fc Kn^->7'.ne^>K4-7-th^y-2 a-^>'/>f /i/**^ 
-5/?, 2 0 -^*°*->- 1 /?, 7/3, 10/?-fnKn^y-9-i^y- 

1 l-r^-tr^-l 3 « --f X/x.^t-A' ; 

- (2R, 3S) -3' - t-7*F^y*H'^JV75/-3' -7* — )V-2 
' -tKD + yyot>v®4-7-th J fy-2 « V-f 5 /9 , 

2 0- i«y-li5, 1 0 p-W Kn4f->- 9 -**V- 1 l-^+tv- 

1 3 « - -f ^-x^-r^ : 

- (2R, 3S) -3' - t -y W-JWT^ 3' -7i^-2 
' -t Kn^y7'nt>>i4 - T-t h3r->- 2 j-^V^ ;W:t 5 /? , 

2 0 -i*°^->- l y?, 7/?-ytKD^i/-9, 10-y*tV-ll-^ + 
-b>-- i 3 a — >f ^i^-f ;w ; 

- (2R, 3S) -3' - t -yh*y*^^75 ^ - 3' -7x^-2 
' -tKn+y^D H°^->m4 - T-t Hf 2/- 2 a - ^ > V-f * ~> - 5 fi, 
2 0 -x*^y- 1 Kn^r->-9-5J-+V-l l-*^«fe>-l 3 « 
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JSg&IB^WO 9 4X 1 3 6 5 4 fX0 ! W0 9 2/0 9 5 8 9 -f-fcSESto^fefc 

•Cli!£-5-^^^-*«fflLT ( i ) «HI&fiXSft*, (i i) 9-r?T4V{r^ 

( i i i ) aia^^M&w^^^efc^-c^ & j: ? - Lv> 0 

i>$fc*r4 fr*-** ?--?i> <tv> 0 

& 0 tot, 7fy)^w, ^w^^-f V hn«>-f ^^Srttffl-C§, 

^kttV ^ ^>uco^-cj±. m& t <oto.tttM& 
4fte*SE?tiT^a 0 c*t<bojflLM<7>-9 ^> *H!l!©ttfflrt-ett2"bKii5 
lth77 f /')'fJl'X (Ad 2 XI* A d 5) XI±Sfrtt**<^T7*y f >f (B 
RmS&H»W0 9 4/2 6 9 1 4-§-#H3) *ttffl-t-**>j&<#4 L^o #3&§g<7> 

ifcHft^Wfg&Sb^S^TTV *>r ^x<7>9 -fc-cMU ?~>. 

(#!);<_ tfM avl, Beards Virology 75 (1990) 8 

i) „ -7*. mjxi±^jv Wx.«sav) &&<dt-t; u )i<xzmf 

> J: L < itrry A V 2 [^Jx^fv^N-y *>^XtiA 2 6/ 
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6 1 (ATCC VR-8 0 0) ] t^S 0 ffiL<li, ffl^fEirtflik 

S£»»H»«t»-J:*jia s 3ffi»i«l: •) (#MiDNAT) >f > if h nXtt i n situ 
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(54) Title: COMBINED THERAPEUTICAL TREATMENT OF HYPERPROUFERATTVE DISEASES 

(54) litre: TRAJTEMENT THERAPEUTIQUE COMBINE DES PATHOLOGIES HYPERPROLIFERATTVES 

(57) Abstract 

A medicinal combination of one or mote nucleic acids that at least partially inhibit oncogenic cell signalling pathways, and a 
therapeutic anticancer agent,' for use simultaneous, separate or over a period of time to treat hyperproliferauve diseases. 

(57) Abrege 

La presente invention «mcerne une association m6dicamenteuse d'un ou plusieurs acides nucWiques inruDani au -^ F^^^i 
les voies de signalisation ceUulaires oncogeniques, et d'un agent tWrapeutique anucancereux. pour une utilisation simultanfe, separee ou 
6tal£e dans le temps pour le traitement des pathologies hyperprolif6ratives. 



